T h e ne w e ngl a nd jou r na l o f m e dicine n engl j med 357;22 www. A 71-year-old man, whose wife died 6 months previously, presents with foot pain from diabetic neuropathy, poor sleep, lack of energy, and increasing frustration about his inability to "keep his diabetes under control." On examination, he also notes lack of interest in usual activities, decreased appetite, a weight loss of 4.5 kg (10 lb) over the past 3 months, and intermittent thoughts that he would be better off dead. How should his case be managed?
high risk for depression, and it has a sensitivity of 100%, a specificity of 77%, and a positive predictive value of 14%. 11 (The full questionnaire is available at www.aafp.org/afp/20040915/1101.html.) Positive results should prompt a clinical evaluation for major depression.
Evaluation
Evaluation of the patient should include a review of the nine symptoms of major depression (Table 1), including thoughts of suicide. This evaluation can be facilitated with the use of a brief, nine-item self-rating scale called the Patient Health Questionnaire 9 (PHQ-9). 12 (The full questionnaire is available at www.depression-primarycare.org/ clinicians/toolkits/materials/forms/phq9/.) Clinicians should assess the duration of the patient's current depressive episode, associated functional impairment, and history of and treatment for depression. Providers should ask whether the patient has a history of bipolar disorder, or manic depression, which may be misdiagnosed as unipolar depression. Screening can be facilitated by the use of a brief questionnaire called the Mood Disorder Questionnaire, which asks about symptoms and behaviors suggestive of mania. Screening questions for symptoms of mania include questions about periods of excess energy or talkativeness, racing thoughts, being much more active than usual, needing much less sleep than usual, doing things that others thought were excessive or risky, or spending too much money. 13 Clinicians should also obtain a medical history and perform a physical examination and laboratory tests as clinically indicated to assess medical conditions or medications that may be contributing to depression. Measurement of thyrotropin levels is recommended in patients with symptoms of hypothyroidism (e.g., fatigue, weight gain, or cold intolerance), but the value of routine thyrotropin screening in patients with depression is not well established. 14 Additional screening is recommended for patients with cognitive impairment or alcohol or substance misuse (including misuse of prescription drugs) because these conditions can complicate the management of depression.
Management
Effective treatment of late-life depression has been associated with improved emotional, social, and physical functioning and quality of life. It has also been associated with better self-care for chronic medical conditions and reduced mortality. 9, 10, 15, 16 In primary care, antidepressant medications are the most commonly used treatments for major depression, but there are several other evidencebased treatments, including structured psychotherapies. 17 A recent meta-analysis of randomized, controlled trials indicated that antidepressant medications and structured psychotherapies have Other evidence-based treatments include electroconvulsive therapy (ECT) and physical-exercise programs. Specific therapies are discussed below. Treatment plans for late-life depression should take into account the patient's preferences, treatment history (focusing on treatments that have been helpful in the past), and coexisting medical and psychiatric conditions. Treatment availability should also be considered. Before initiating treatment, clinicians should address common patient concerns about side effects. They should reassure patients that dependence is not a realistic concern with antidepressant medications and that medications will not inhibit normal emotional reactions such as bereavement. 21 Careful listening, education, and reassurance can help address such concerns.
Psychotherapy
Several forms of psychotherapy have been shown in randomized, controlled trials to be effective for late-life depression, including cognitive behavioral therapy (which helps patients correct negative thoughts associated with depression), interpersonal psychotherapy (which focuses on interpersonal causes of depression), and problem-solving therapy (which helps patients learn strategies for solving everyday problems associated with depression). 22 Such structured psychotherapies, which can be delivered by trained therapists in 6 to 12 sessions in mental health or primary care settings, should be strongly considered if antidepressant treatment is not preferred or not effective in a patient. The efficacy of such evidence-based psychotherapies is roughly similar to that of antidepressant medications, with 45 to 70% of patients treated with psychotherapy having substantial improvement in depression (at least a 50% reduction in symptoms of depression) as compared with 25 to 35% of controls. 18, 22 Exercise Programs Several randomized, controlled trials suggest that short-term (e.g., 12-week), supervised, group-based physical-exercise programs involving walking or other forms of aerobic exercise can reduce depression in older adults; 45 to 65% of program participants have a substantial reduction in symptoms of depression as compared with 25 to 30% of controls. 17,23 A physical-exercise program could be a first-line strategy for patients with mild-tomoderate depression who prefer this approach, but it may be difficult for patients with depression to engage in such a program, and additional treatment with antidepressants or psychotherapy may be needed.
Pharmacologic Management
More than 20 antidepressants have been approved by the Food and Drug Administration (FDA) for the treatment of depression in older adults. Selective serotonin-reuptake inhibitors (SSRIs) are most often used as first-line treatments ( Table 2 ). The most common side effect is gastrointestinal irritation (dyspepsia or nausea), which usually resolves within 7 to 10 days. Serotonin-norepinephrine reuptake inhibitors (SNRIs) may be particularly useful for patients with coexisting pain, particularly if it is neuropathic. Side effects include nausea, agitation, insomnia, and hypertension, especially at high doses. Although head-to-head comparisons are scarce, some research suggests that SNRIs may be less well tolerated by frail older adults than SSRIs. 26 Mirtazapine, an antidepressant with serotonergic and noradrenergic properties, is associated with sedation, increased appetite, and weight gain; thus, it may be particularly useful for patients with insomnia or weight loss. Bupropion may cause jitteriness and insomnia, and it may be particularly useful in patients with lethargy, daytime sedation, or fatigue. Neither mirtazapine nor bupropion has sexual side effects. Trazodone is not recommended as a primary antidepressant because of sedation and orthostatic hypotension at therapeutic doses, but in low doses (e.g., 25 to 50 mg) it is useful for insomnia associated with depression. 27 Priapism is a rare but potentially serious side effect. 28 Tricyclic antidepressants are effective but are no longer considered to be first-line treatments because of their side effects (Table 2 ) and because of cardiotoxic effects in patients who take an overdose. They should be considered in patients who have previously had a good response to tricyclic antidepressants or who have depression that does not improve with other antidepressants. Tricyclic antidepressants are contraindicated in patients with a recent history (e.g., within
The † Short-acting antidepressants (particularly paroxetine) have been associated with an influenza-like discontinuation syndrome with symptoms such as insomnia, nausea, imbalance, sensory disturbances, and hyperarousal when the drug is discontinued abruptly or tapered too rapidly. The symptoms are usually mild and last 1 to 2 weeks, and they can be minimized by slowly tapering the antidepressant (e.g., over a 2-to-4-week period). ‡ In a trial reported by Fabian et al.,
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hyponatremia developed in 9% of older adults in whom paroxetine treatment was initiated. Hyponatremia appeared to be particularly problematic for patients with a lower body-mass index and a baseline plasma sodium level of less than 138 mmol/liter. § The serotonin syndrome is a potentially lethal complication manifested as altered mental status, myoclonus, tremors, hyperreflexia, fever, and autonomic changes. This syndrome is associated with combinations of serotonergic antidepressants (SSRIs or SNRIs) with certain drugs (e.g., meperidine, tricyclic antidepressants, sumatriptan, tramadol, linezolid, and monoamine oxidase inhibitors). Data are from Boyer and Shannon.
25 ¶ Generic preparations of this medication are available. ∥ Secondary amine tricyclic antidepressants (e.g., nortriptyline and desipramine) are preferred in older adults because of a lower side-effect burden than that of tertiary amine tricyclic antidepressants (e.g., amitriptyline, doxepin, and imipramine). Tricyclic antidepressants are contraindicated in patients with a recent history (e.g., within 2 weeks) of myocardial infarction, cardiac conduction defects, orthostatic hypotension, urinary retention, prostatic hypertrophy, cognitive impairment, or narrow-angle glaucoma. Measurement of serum levels of tricyclic antidepressants may be useful to evaluate patients for persistent depression or excessive side effects. The best evidence for a therapeutic blood level exists for nortriptyline, which has been reported to have a therapeutic window of 50 to 150 ng per milliliter. An electrocardiogram should be obtained before initiation of treatment and after dose increases with tricyclic antidepressants. 2273 2 weeks) of myocardial infarction, cardiac conduction defects, orthostatic hypotension, narrowangle glaucoma, urinary retention, prostatic hypertrophy, or cognitive impairment. Monoamine oxidase inhibitors have a narrow therapeutic index and require special dietary and medication restrictions. Their use, which is generally limited to patients in whom other antidepressants have failed or in patients who have had a previous response to this class of drugs, should involve consultation with a physician who is experienced in prescribing them.
There have been few head-to-head comparison studies of various antidepressants in older adults, but data from randomized, placebo-controlled trials of various agents in older adults suggest similar efficacies. 29 However, as compared with SSRIs, tricyclic antidepressants may be associated with higher dropout rates due to side effects. 30 In addition to side-effect profiles, other considerations in the selection of antidepressants include the patient's response to previous treatment, the potential for drug interactions, the frequency of dosing, the safety of the drug in overdose, and cost. The consideration of responses to treatment in close relatives with depression may also be helpful predicting a patient's responsiveness, although this correlation has not been well studied. One commonly used approach involves initial treatment with an SSRI, with a switch to a different class according to the patient's symptoms and the side-effect profile of the drug if the SSRI is not effective or is poorly tolerated. 31 Up to 12 weeks of treatment with antidepressant medications may be needed to elicit a full response. However, a recent study suggests that a full response is expected in two thirds of patients who have partial improvement after 4 weeks of treatment, as compared with about one third of patients without a response at 4 weeks. 32 Even under the best of circumstances, only 40 to 65% of patients have an adequate response to any given antidepressant, and trials of alternative antidepressants or combinations of antidepressants, with or without psychotherapy, are required in a substantial number of patients. [33] [34] [35] Antidepressant monotherapy is preferred in order to minimize side effects and drug interactions, reduce out-of-pocket costs, and enhance the likelihood of treatment adherence. To minimize side effects, starting doses for older adults may be lower than those for younger adults, but older adults often require full adult doses for an adequate response (Table 2) .
Recent FDA analyses suggest that antidepressant use may increase the risk of suicidal thoughts in youths and adults younger than 25 years of age. However, these drugs have a neutral or protective effect against suicidal ideation or behavior in older adults. 36 Antidepressant treatment should be continued at full doses for at least 6 to 12 months after patients are in remission because recurrence rates after earlier discontinuation are as high as 70%. In controlled trials involving older adults with depression who had a response to antidepressant treatment, patients who were randomly assigned to receive such continuation treatment had a 60% reduction in the risk of recurrence as compared with patients who received placebo after discontinuation of antidepressant therapy. 37, 38 Electroconvulsive Therapy Several randomized, controlled trials have established the efficacy of ECT for severe late-life depression, with efficacy rates ranging from 60 to 80%. 39-42 ECT is particularly indicated for patients with depression that is resistant to other treatments and for patients at risk for serious harm because of psychotic depression, suicidal ideation, or severe malnutrition. ECT is usually administered as a series of 6 to 12 treatments in an inpatient psychiatric setting over a period of 2 to 4 weeks. Common side effects include headache that usually responds to analgesics and temporary confusion or memory impairment. Less common side effects include memory loss for events during the period surrounding treatment and falls immediately after treatment sessions. The mortality associated with ECT is less than 1 death in 10,000 patients. A successful course of ECT should be followed by maintenance pharmacologic treatment because of high rates of relapse. In a randomized trial involving patients with depression that had improved after ECT, 6-month relapse rates were 84% among patients receiving placebo, 60% among patients receiving nortriptyline, and 39% among patients receiving lithium plus nortriptyline. 43
Treatment Follow-Up
During the initial 8 to 10 weeks of pharmacologic or nonpharmacologic treatments for depression, patients should be followed closely (e.g., weekly or every other week, either in person or by telephone) for side effects, drug interactions, and worsening of depression (e.g., psychotic or manic symptoms or suicidal ideation) and in order to adjust treatment as needed. Such close follow-up during this initial treatment phase may reduce the rates of premature discontinuation of antidepressant medication; such discontinuation has been reported in up to 50% of patients within 4 weeks after initiating treatment. The use of rating scales such as the PHQ-9 44 can facilitate monitoring, with the goal of treatment being a complete remission of depression (e.g., a PHQ-9 score of <5 on a scale of 0 to 27, with higher scores indicating more depression). Consultation with a mental health specialist is recommended for patients who prefer nonpharmacologic treatments such as psychotherapy or who have persistent depression after one or more trials of antidepressants. Other reasons for referral include psychosis, a history of mania or the emergence of manic symptoms during treatment for depression, and concern about suicide.
Several randomized trials have shown that, as compared with usual care, systematic programs of care management for depression can significantly increase patient and provider satisfaction and the effectiveness of treatment. 9, 10, 15, 45 In these programs, a care manager (usually a nurse or social worker) supports the treating physician by providing the patient with information about depression, proactively tracking depression with the use of a scale such as the PHQ-9, monitoring treatment adherence and side effects, providing brief evidence-based psychotherapy, and facilitating consultation with a psychiatrist.
A r e a s of Uncerta int y
There is controversy about the effectiveness of psychotherapies and antidepressant medications in patients with depression that does not meet the full diagnostic criteria for major depression. 46, 47 Watchful waiting may be appropriate for such patients as long as the depression is carefully tracked and treatment is initiated if symptoms worsen.
The optimal care of patients with depression that is resistant to one or more antidepressants remains uncertain. Studies involving younger adults 33, 34 suggest that several trials of antidepressant medications, alone or in combination with other medications or psychotherapy, are indicated. A recent trial involving older adults with depression showed that 50% of patients with an incomplete response to the SSRI paroxetine had a full response when a second antidepressant was added. 35 ECT has been shown to be efficacious in patients in whom other treatments have failed, but its use is frequently not considered in primary care. More research comparing ECT with other active treatments is needed. Other strategies that may improve depression include aggressively treating coexisting conditions such as pain 48 and addressing psychosocial stressors that contribute to depression. However, such strategies have not been carefully studied.
More research is needed to guide the treatment of older patients with depression and associated cognitive impairment or dementia. In the absence of definitive evidence, many clinicians prefer a stepwise treatment approach that starts with a trial of an antidepressant before considering the addition of an antidementia agent such as a cholinesterase inhibitor or memantine. 49 More research is also needed regarding improved access to treatment for older adults who are at high risk for undertreatment; these patients include elderly men and members of minority groups.
Guidelines
Although they were not specifically developed for older adults, the Agency for Health Care Policy and Research guidelines for the treatment of depression in primary care, which were first published in 1993 50 and were updated in 1998, 51 are largely applicable to the treatment of late-life depression. A recent British practice guideline 52 and several consensus statements 53-55 focus on the treatment of depression in older adults. The recommendations in this article are generally concordant with those guidelines.
C onclusions a nd R ecommendations
The patient described in the vignette has symptoms that are typical of major depression, although other causes of his depressive symptoms (e.g., colon cancer as a potential cause of weight loss) should also be investigated. Untreated, he would be at substantial risk for poor functioning, poor self-care, worsening of his chronic medical problems, 2 and suicide. Initial treatment may involve either a trial of an antidepressant or psychotherapy (e.g., interpersonal therapy); the choice should be guided by the patient's preferences, his treatment history, and the costs and availability of treatments. If medication is used, I would generally start with a low dose of an SSRI and increase the dose gradually over the next 2 to 4 weeks to a therapeutic dose, as tolerated ( Table 2 ). The patient should be closely monitored for adherence to and the effectiveness and adverse effects of treatment, and the medication should be adjusted if the depression does not show improvement after 2 to 4 weeks of treatment.
Patients with depression that persists after one or more trials of medication, each lasting 8 to 12 weeks, and those who are at high risk for suicide, who have had previous mania or manic symptoms while receiving antidepressant medications, or who have psychotic symptoms should be referred for psychiatric consultation. For patients with depression that has improved, maintenance treatment for at least 6 to 12 months should be considered in order to reduce the risk of relapse.
Educational information about late-life depression is available from the National Institute of Mental Health (www.nimh.nih.gov/HealthInformation/ Depressionmenu.cfm), the American Association for Geriatric Psychiatry (www.aagpgpa.org), and the IMPACT Program for Late-Life Depression (http://impact-uw.org).
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